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Mission Slimpossible, Part 3: Tirzepatide for 
weight loss 

 
CLINICAL QUESTION  
 
Is tirzepatide effective for weight loss? 
  

BOTTOM LINE 

 
Tirzepatide 10-15mg/week results in ~15-20% weight loss versus 
3% placebo at 72 weeks. Most patients on tirzepatide lose at least 
10% body weight (78-84% versus ~20% placebo). Weight regain 
occurs when medication stopped. More weight loss occurs with 
tirzepatide versus semaglutide (~20% versus ~14%) based on 
one open-label, tirzepatide-sponsored randomized controlled trial 
(RCT). 
 
EVIDENCE  
 
• All results statistically significant unless indicated. 
• Four industry-run, placebo-controlled RCTs:1-4 Tirzepatide 10-15mg subcutaneous weekly. 

Baseline weight: 101-107kg. All patients received lifestyle. Excluded: Diabetic retinopathy, 
macular edema, unstable thyroid disease.1-3 

o 2539 without diabetes.1 At 72 weeks: 
▪ Mean weight loss: ~20% versus 3% placebo.   
▪ Proportion who lost ≥10% weight: 78-84% versus 19% (placebo), number needed 

to treat (NNT)=2. 



▪ Stopping for adverse effects (mostly gastrointestinal): ~7% versus 3% (placebo), 
number needed to harm (NNH)=25 

▪ Alopecia (~5% versus 0.9% placebo, NNH=25), dizziness (~4% versus 2.3% 
placebo, NNH=59)  

o 579 without diabetes.2 Randomized following lifestyle intervention. At 72 weeks, 
▪ Weight loss 18% (21.5kg) versus 2.5% (3.5kg) gain (placebo). 
▪ Stopping for adverse events: 11% versus 2% (placebo). 

o 938 with diabetes.3 At 72 weeks: 
▪ Weight loss: 13-15% (13-15kg) versus 3% (placebo: 3kg). 
▪ Lost ≥10% weight: 61-65% versus 9% (placebo), NNT=2. 
▪ Stopping for adverse effects (mostly gastrointestinal): 4% (10mg), 7% (15mg), 4% 

(placebo). 
o Withdrawal RCT.4 670 without diabetes.  Tirzepatide for 36 weeks then randomized to 

continue tirzepatide or placebo. After additional 52 weeks: 
▪ Weight change: 6% loss (tirzepatide) versus 14% gain (placebo). 

• Two head-to-head, tirzepatide-sponsored RCTs:5,6 
o 751 without diabetes.5 Open-label tirzepatide 10-15mg versus semaglutide 1.7-2.4mg 

weekly. At 72 weeks, 
▪ Weight loss: 20% (23kg) tirzepatide versus 14% (15kg) semaglutide 
▪ Lost ≥10% weight: 82% versus 61% semaglutide, NNT=5. 
▪ Stopping for gastrointestinal adverse effects: 2.7% versus 5.6% semaglutide. 

o Other RCT uninterpretable [suboptimal semaglutide dosing (1mg)].6 
 

CONTEXT   

• Tirzepatide is approved for weight loss in Canada.7 
• GLP-1 receptor agonists: Associated with pancreatitis, bowel obstruction and gastroparesis (each 

up to 7-9/1000 patient-years).8 
• Dosing: 2.5mg weekly, titrate by 2.5mg every 4 weeks. 

o 5mg dose: 15% weight loss.1 
• Cost (30-day):9 ~$450-880. 

 
REFERENCES 

 
1. Jastreboff AM, Aronne LJ, Ahmad NN, et al.  N Engl J Med. 

2022 Jul;387(3):205-16. 
2. Wadden TA, Chao AM, Machineni S, et al.  Nat Med. 2023 

Nov;29(11):2909-2918.  
3. Garvey WT, Frias JP, Jastreboff AM, et al.  Lancet. 2023 Aug 

19;402(10402):613-626.  
4. Aronne LJ, Sattar N, Horn DB, et al.  JAMA. 2024 Jan 

2;331(1):38-48.  
5. Aronne LJ, Horn DB, le Roux CW, et al.  N Engl J Med. 2025 

May 11;DOI: 10.1056/NEJMoa2416394. 
6. Frías JP, Davies MJ, Rosenstock J, et al.  N Engl J Med. 2021 Aug 

5;385(6):503-515.  

 
AUTHORS 
 
Kim Ann Cheung, BHSc 
Adrienne J Lindblad, BSP 
ACPR PharmD 
Jen Potter, MD CCFP 
Samantha S Moe, PharmD 
ACPR 
 

Authors do not have any 
conflicts of interest to declare. 



7. Eli Lily Canada Inc. Zepbound Product Monograph. Available 
at: https://pi.lilly.com/ca/zepbound-ca-pm.pdf  Accessed 25-
JUN-2025.  

8. Sodhi M, Rezaeianzadeh R, Kezouh A, Etminan M.  JAMA. 
2023 Nov 14;330(18):1795-1797. 

9. Personal communication. Summerside Pharmacy, Edmonton 
Alberta. May 22, 2025.  

 
 

 
TOOLS FOR PRACTICE 

PROVIDED BY 

 

 
 

 
IN PARTNERSHIP WITH 

 
 
Tools for Practice are peer reviewed and summarize practice-changing medical evidence for primary care. Coordinated by 
Dr. Adrienne Lindblad, the articles are developed by the Patients, Experience, Evidence, Research (PEER) team, and 
supported by the College of Family Physicians of Canada, and the Alberta, Ontario, and Saskatchewan Colleges of Family 
Physicians. Feedback is welcome and can be sent to toolsforpractice@cfpc.ca. Archived articles can be found at 
www.toolsforpractice.ca  
 
This communication reflects the opinion of the authors and does not necessarily mirror the perspective and policy of the 
College of Family Physicians of Canada. 

https://pi.lilly.com/ca/zepbound-ca-pm.pdf
mailto:toolsforpractice@cfpc.ca
http://www.toolsforpractice.ca/

